1275 arteries (p < 0.03). Responses relative to Ema x was, in 3 mo. old rats, 76:1: 5% (10) and 62 :!: 9 (8), and in 2 y. old rats, 85 + 3~ (10) and 75 :t: 10~ (6), for proximal and distal arteries, respectively. The rat coronary artery 5-HT sensitivity increased by a factor of 5 (p < 0.001) in arteries from old rats, however there was no difference in sensitivity between proximal and distal arteries. The change in vascular 5-HT sensitivity was accompanied by a larger increase in K^, 1.5-10 -6 M to 2.10 -~ M in vessels from young and old rats, respectively. K^ was similar in proximal and distal arteries. The relative receptor occupancy for half maximal 5-HT response increased with age in both proximal and distal vessels (p < 0.03) and was greater (p < 0.02) in distal than proximal ones. The difference between -iog(ECs0(M)) and -log(KA(M)) was > zero on average in any type of vessel. The slope of the regression line of plots of -Iog(KA(M)) vs. -Io~(EC~ntM~ was eo,~! to ,~njtv for the di~*~! ~-ter~,,¢ ~, t,~,~h ages ~,,,a;,.a .~.... ~1...~ ..¢ ,t.:o regression line was in contrast d~fferent from unity for the proximal arteries at both ages. The relative receptor occupancy, which may be taken as an indirect measure of the receptor density, and affinity, -log(KA(M)) was linear correlated (p < 0.01), the affinity being lower in vessels with a large receptor reserve, RjJRT low, than in vessels with a low receptor reserve. Ach induced equal relaxation in all vessel groups.
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The results indicate that rat coronary artery 5-HT sensitivity increases with age due to an increase in K A. The concomitant reduction in receptor reserve with ageing counteracts the increase in 5-HT receptor affinity regarding vessel 5-HT sensitivity. The greater response to 5-HT despite the reduced receptor reserve in old rats suggests a more efficient E-C coupling process in these rats. The 5-HT receptor affinity seems to be counterregulated by the receptor density in proximal rat coronary arteries, which might be an important physiological mechanism hindering inapropriate coronary vasoconstriction by 5-HT. The effects of sumatriptan on the carotid circulation of the pig den Boer, M.O., Villal6n, C.M., Heiligers, J.P.C., Saxena, P.R. and Humphrey *, P.P.A.
Department of Pharmacology, Erasmus University Rotterdam, P.O. Box 1738, 3000 DR Rotterdam, The Netherlands and * Glaxo Group
Research, Ware. U.K.
Sumatriptan (GR43175) is a selective agonist at the 5-HTl-like receptor mediating contraction of the dog saphenous vein and the dog, primate and human basilar artery. The drug has been found effective in the ~reatment of acute migraine attacks (see Humphrey et al., 1989; Saxena and Ferrari, 1989) . Since 5-HTl-like receptors also mediate the constriction of arteriovenous anastomoses (AVAs) as well as the dilatation of arterioles in the pig carotid circulation , the present experiments were devoted to the study of the craniovascular effects of sumatriptan (10, 30, 100 and 300/tg. kg -1) in pentobarbital-anaesthetized pigs (16-19 kg) . The radioactive microsphere technique was employed to measure the fractionation of common carotid blood flow into AVA and nutrient parts .
As shown in Table 1 , sumatriptan decreased dose dependently carotid vascular conductance (CVC) up to 33 + 9~ and its AVA fraction (AVAC) up to 66 + 10~ at the highest dose used. These decreases remained unchanged after ketanserin (0.5 rag. kg-1) but were significantly attenuated by methiothepin (1 mg. kg-l). Sumatriptan increased the over-all nutrient conductance (NC) by 54 :t: 18~; this increase was noticed in the ears, head skin, tongue, fat and bones. Methiothepin tended to attenuate this increase as well. Sumatriptan had no influence on mean arterial blood pressure, but a small decrease in heart rate was observed during the experiments. Table 1 Carotid haemodynamic variables of sumatriptan (/~g. kg-1) after pretreatment with saline, ketanserin (0.5 mg. kg-1) or methiothepin (1 mg-kg-'). 
